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What is Claimed is: 

1. A method for first line treatment type 2 
diabetes, in a drug naive human patient, whi^h comprises 
administering to a drug naive human patien/ in need of 
treatment, as first line therapy, a low c^se of a 
combination of metformin and glyburide . 
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2. The method as defined in c/aim 1 wherein the 
daily dosage of metformin administered is less than 80 0 
mg. 



15 



20 



25 



3 , The method as def inec^ in Claim 1 wherein the 
low dose combination of metfo^in and glyburide provides 
at least substantially equivalent efficacy in treating 
diabetes in drug naive pat Lents, but with substantially 
reduced side effects, as <Jo combinations of metformin and 
said glyburide emplcjyed\^n substantially higher daily 
dosages as prescrib 
practice for first [Li 



The me the 



eft i/^t^enerally accepted medical 

herapy in treating diabetes, 



as 4^f ined in Claim 1 wherein the 
starting daily dosa/ges of metformin is as low as about 
one -fifth of the s4:arting daily dosage of metformin 
employed in geneii^lly accepted medical practice for first 
line therapy foy treating diabetes. 
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5. The/method as defined in Claim 4 wherein the 
daily mainteriance dosage of metformin employed is up to 
that employe/d in generally accepted medical practice for 
first line /or second line therapy for treating diabetes. 
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6 ./The method as defined in Claim 1 wherein the 
starting daily dosage of glyburide is as low as about 
one-fi£th of the starting daily dosage of glyburide 
employed in generally accepted medical practice for first 
line/ therapy for treating diabetes. 
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7. The method as defined in Claim 6 wherein the 
daily maintenance dosage of glyburide employed As up to 
that employed in generally accepted medical p2?4ctic^"^or 
first line therapy or second line therapy fo/ treating 
diabetes . 

8. The method as defined in Claim A wherein the 
metformin is administered in a daily dos4ge in an amount 
within the range from about 160 mg to about 750 mg, and 
the glyburide is administered in a dai^y dosage in an 

9. The method as defined in/ Claim 1 wherein the 
low dose combination of metformin/ and glyburide is 
formulated as a single dosage form. 

10. The method as det±n^^d/±n Claim 1 wherein the 
metformin is employed in a jApX-^t ratio to glyburide 
within the range from about V^OO:V to about 50:1. 

11. The method as de!nined in Claim 1 wherein the 
metformin and glyburide are employed in a weight ratio to 
each other of about 200 :l/ or 100:1. 



12 . The method a^ defined in Claim 1 wherein the 
metformin is administered in an amount within the range 
from about 125 to about 750 mg, one to four times daily, 
provided that the maximum daily dosage for metformin is 
about 75 0 mg per day, but more than about 22 5 mg, and the 
glyburide is admin/stered in an amount within the range 
from about 0.75 to about 5 mg, one to four times daily, 
up to a maximum of 15 mg per day. 



13 . The/ method as defined in Claim 1 wherein the 
metformin is administered in an amount within the range 
from about 250 to about 500 mg, and the glyburide is 
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administered in an amount within the range from /bout 
1.2 5 to about 5 mg . 

14. The method as defined in Claim 1 y/herein the 
metformin/glyburide combination contains of /250 mg 
metformin/1.25 mg glyburide . 

15. The method as defined in ClaiAi 1 wherein the 
metformin/glyburide combination contai^ 500 mg 
metformin/2.5 mg glyburide. 



17. The method as def 
metformin/glyburide 250/ xnq^l 
administered once a day or 




16. The method as defined ir/ Claim 1 wherein the 
metformin/glyburide combination contains 500 mg 
metformin/5 mg glyburide. 
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id/in Claim 1 wherein a 

mg dosage is 
:e a day. 



tin in Claim 19 wherein the 
1.25 mg dosage is administered 
^ne HbAic > 9% or a fasting 



18 . The method as 
metformin/glyburide 250 
to patients with a basel 

glucose > 200 mg/dL twiae daily, with dosage increases, 
where necessary, in inorements of 250 mg/1.25 mg every 2 
weeks, up to the mininvum effective daily dose necessary 
to achieve adequate gG.ycemic control. 
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19. The method as defined in Claim 1 wherein said 
metformin is employed in a daily dose as employed in 
generally accepted medical practice for first line 
therapy or second line therapy for treating diabetes. 
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20. Th^ method as defined in Claim 1 wherein 
glyburide is employed in a daily dose as employed in 
generally accepted medical practice for first line 
therapy or i/econd line therapy for treating diabetes 
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21. The method as defined in Claim 1 wherein the 
low dose combination comprising 250 mg metformiyh and 1.25 
^9 glyburide characterized in that it has at l<^ast 
substantially eqiri"va Fen t' ' e to a formulation 

comprising 500 mg~ metformin and 2 . 5 mg glybuyide in 
treating diabetes with respect to decrease i/n hemoglobin 
Ale, decrease in insulin resistance, increase in post- 
prandial insulin levels and/or decrease ±n post -prandial 
glucose excursion, while providing substantially reduced 
incidenpe of ady^erse side effects which/are hypoglycemia 
and gastrointes-t inai , 'side effects . 



22. A method for first line trreatment of type 2 
diabetes, in a drug naive human patrient, which comprises 



administering to a drug naive 
treatment, as first line the^ 
combination of metformin a 
starting daily dosage is 2^0 
glyburide . 



hum 



n patient in need of 
y/ a low dose of a 
^luride wherein the 
metformin and 1.25 mg 



line treatment of type 2 
an patient, which comprises 



23 . A method for f ir^ 
diabetes, in a drug naive 
administering to a drug naive human patient in need of 
treatment, as first line therapy, a therapeutically 
effective low dose of a combination of metformin and 
glyburide wherein the/ starting daily dosage is 250 mg 
metformin and 1.25 T(yg glyburide twice a day or 500 mg 
metformin and 2.5 m^^ glyburide once a day. 



24 . A methoA for first line treatment of type 2 
diabetes, in a drug naive human patient, which comprises 
administering t® a drug naive human patient in need of 
treatment, as /irst line therapy, a therapeutically 
effective low /dose of a combination of metformin and 
glyburide wherein the starting daily dosage is 500 mg 
metformin and 5 mg glyburide. 
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25. A method for first line treatment of ty^^e 2 
diabetes, in a drug naive human pati.ent, which Comprises 
administering to a drug naive human patient in/ need of 
treatment, as first line therapy, a therapeutically 
effective low dose of a combination of metfoJrmin and 
glyburide wherein the glyburide is such thAt the 
glyburide bioavailability is comparable, to the glyburide 
bioavailability obtained with a separater administration 
of metformin and glyburide. 

26. The method as defined in/ciaim 25 where in the 
combination of metformin and glybu/ide the particle size 
distribution of the glyburide is ysuch that at most 10% of 
the particles are less than 2 jjiy and at most 10% of the 
particles are greater than 60 



27. The method as 
glyburide has a particl 
most 10% are less than 
than 4 0 vim. 
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28. The method 
glyburide has a part: 
most 25% are less tl 
than 4 6 |am. 



'^defXned in Claim 25 wherein the 
'xiistribution such that at 
aiid at most 10% are greater 



Vibfined in Claim 25 wherein the 
ize distribution such that at 
jam and at most 25% are greater 



29. The mefchod as defined in Claim 25 wherein 50% 
of the glyburide^patients are less than 23 
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30. Th6^ method as defined in Claim 25 wherein the 
glyburide haaya particle size distribution of about 25% 
undersize v^lue not more than 6 um^ about 50% undersize 
value 7 to//10 pm and about 75% undersize value not more 
than 23 
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31. . The method as defined in Claim 25 ^herein the 
starting daily dosage is 250 mg metf ormin/l . 2:5 mg 
glyburide or 500 mg metformin/2.5 mg glybur/de . 

5 32. The method as defined in Claiiifi 3 wherein the 

substantially reduced side effects are hypoglycemia 
and/or gastrointestinal side effects wnich are diarrhea, 
nausea/vomiting and/or abdominal paii 

10 33. The method as defined Irl Claim 32 wherein the 

incidence of hypoglycemia in drug /laive patients 
resulting from use of the low dos^ metf ormin-glyburide 
combination is 1/3 or less than /in patients treated with 
double the metf ormin-glyburide /present in the low dose 

15 metf ormin-glyburide . 
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34. The method as/o^e/in^d in Claim 32 wherein the 
incidence of gastrointej^t ii^pi^l side effects in drug naive 

3e'\ 6 f the low dose metformin- 
20^ less than in patients 
^moun\ of each of the metformin- 
low dose metf ormin-glyburide . 



patients resulting frorq 
glyburide combination 
treated with twice the 
glyburide present in 



35. A method ^or lowering blood glucose in a 
hyperglycemic humary patient , which comprises 
administering to a/ drug naive human patient in need of 
treatment, as firyst line therapy, a therapeutically 
effective amount/of a low dose pharmaceutical formulation 
as defined in c/aim 1 

36. A vfiethod for decreasing insulin resistance 
and/or decreasing hemoglobinAic and/or increasing post- 
prandial insRilin levels and/or decreasing post -prandial 
glucose excursion, in a human patient, which comprises 
administer/ng to a drug naive human patient in need of 
treatment/as first line therapy a pharmaceutical 
formulat/on as defined in Claim 1. ^ ■ 
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